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Open reading frame expressed sequences tags (ORESTES) differ from 
conventional ESTs by providing sequence data from the central protein 
coding portion of transcripts. A total of 696,745 ORESTES sequences were 
generated from 24 human tissues and a subset of the data that correspond 
to a set of 15,095 full-length mRNAs used as a means of assessing the 
efficiency of the strategy and its potential contribution to the 
definition of the human transcriptome. It was estd. that ORESTES sampled 
over 80% of all highly and moderately expressed, and between 40% and 50% 
of rarely expressed, human genes. In the most thoroughly sequenced 
tissue, the breast, the 130,000 ORESTES generated are derived from 
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transcripts from an estd. 70% of all genes expressed in that tissue, with 
an equally efficient representation of both highly and poorly expressed 
genes. In this respect, the capacity of the ORESTES strategy both for 
gene discovery and shotgun transcript sequence generation significantly 
exceeds that of conventional ESTs. The distribution of ORESTES is such 
that many human transcripts are now represented by a scaffold of partial 
sequences distributed along the length of each gene product. The exptl. 
joining of the scaffold components, by reverse transcription-PCR, 
represents a direct route to transcript finishing that may represent a 
useful alternative to full-length cDNA cloning. [This abstr. record is 
one of many records for this document necessitated by the large no. of 
index entries required to fully index the document and publication system 
constraints . ] . 
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CODEN: NGENEC; ISSN: 1061-4036 
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A set of 15,247 unique oligo (dT) -primed cDNA clones (NIA Mouse 15K) based 
on 52,374 3' -expressed sequence tags (ESTs) has been made available for 
expression profiling in mouse models. To verify clone identity and obtain 
protein-coding information, the cDNA clones were resequenced, with an av. 
insert size of 1.5 kb, from both 3' and 5' ends (GenBank Accession Nos . 
BG062929-BG088954) . Of 13,968 clones that were verifiable, 4.1% had 
correctable addressing errors or ambiguous addresses. Using all available 
sequence information to characterize the cDNA clone set indicated that up 
to 75% of mammalian genes in the public database are included in this set, 
and the remaining 3653 ESTs very likely represent novel genes that can be 
studied by expression profiling with the 15K microarray. All available 
information about individual cDNAs in this cDNA microarray are available 
through NCBI and MGD and in an ORACLE relational database accessible 
through the web site http://lgsun.grc.nia.nih.gov/cgi-bin/prol. [This 
abstr. record is one of 6 records for this document necessitated by the 
large no. of index entries required to fully index the document and 
publication system constraints.] 
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AB Complementary DNA microarray technol . has been increasingly used to 

monitor global gene expression patterns in various tissues and cell types. 
However, applications to mammalian development have been hampered by the 
lack of appropriate cDNA collections, particularly for early developmental 
stages. To overcome this problem, a PCR-based cDNA library construction 
method was used to derive 52,374 expressed sequence tags from pre- and 
peri-implantation embryos, embryonic day (E) 12.5 female 
gonad/mesonephros, and newborn ovary. From these cDNA collections, a 
microarray representing 15,264 unique genes (78% novel and 22% known) was 
assembled. In initial applications, the divergence of placental and 
embryonic gene expression profiles was assessed. At stage E12.5 of 
development, based on triplicate expts., 720 genes (6.5%) displayed 
statistically significant differences in expression between placenta and 
embryo. Among 289 more highly expressed in placenta, 61 placenta-specific 
genes encoded, for example, a novel prolactin-like protein. The no. of 
genes highly expressed (and frequently specific) for placenta has thereby 
been increased 5-fold over the total previously reported, illustrating the 
potential of the microarrays for tissue-specific gene discovery and anal, 
of mammalian developmental programs. The sequences of the expressed 
sequence tags are available in the GenBank database at Accession Nos . 
AW537829-AW545916, AW535144-AW537732, AW545922-AW559162, and AF272368. 
[This abstr. record is one of 6 records for this document necessitated by 
the large no. of index entries required to fully index the document and 
publication system constraints.]. 
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The invention provides isolated nucleic acids mols., designated 56634 
nucleic acid mols., which encode novel phosphatidylinositol 
4-phosphate 5-kinase members. The 

cDNA sequence and the encoded amino acid sequence of a human 
phosphatidylinositol 4-phosphate 5- 

kinase homolog 56634 (clone Fbh56634FL) are disclosed. 
Tissue-specific expression profiles, and structural motifs of the 
polypeptide are provided. The invention also provides antisense 
nucleic acid mols., recombinant expression vectors contg. 56634 nucleic 
acid mols., host cells into which the expression vectors have been 
introduced, and nonhuman transgenic animals in which a 56634 gene has been 
introduced or disrupted. The invention still further provides isolated 
56634 proteins, fusion proteins, antigenic peptides and anti-56634 
antibodies. Diagnostic methods utilizing compns. of the invention are 
also provided. 
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AB A human phosphatidyl inositol -4 -phosphate 

5-kinase and cDNA and sequence homologs thereof are 
disclosed. The mRNA expression profile in various human tissues is 
provided. Methods for expressing and prepg. related products using 
recombinant cells are described. These recombinant cells, the enzyme, or 
nucleic acids encoding the enzyme are useful in screening for modulators 
of the enzymic activity or gene expression. Methods of screening for its 
modulators and using them for the treatment of various disease and their 
effectiveness (in vivo testing of compds . /target validation) are 
described. Reagents that regulate human pho sphatidyl inositol - 
4-phosphate 5-kinase and reagents 
which bind to human phosphatidylinositol-4- 
phosphate 5-kinase gene products can play a 

role in preventing, ameliorating, or correcting dysfunctions or diseases 
including, but not limited to, cancer, asthma, and COPD. 
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with human PIPKII . beta . -like proteins (PIPKII .beta. ) . The invention also 
relates to constructing PIPKII . beta . -like protein gene expression vectors 
to prep, recombinant PIPKII. beta. -like protein using prokaryote or 
eukaryote cells. Methods of expressing and prepg. recombinant 
PIPKII. beta. -like protein and its antibody are described. Methods of 
using PIPKII . beta . -like protein or genes for the treatment of various 
kinds of diseases, such as cancer, blood diseases, HIV infection, immune 
diseases and inflammation are also disclosed. 
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This invention relates to the discovery of nucleic acids assocd. with cell 
proliferation, cell cycle arrest, cell death, and aging-related diseases 
such as progeria and Werner syndrome. Such sequences can be used to det. 
the aging status of a cell population, e.g., whether a cell is aging or is 
undergoing senescence. Moreover, the present invention provides sequences 
indicative of the proliferation state or youth of a cell. In addn. the 
present invention provides sequences assocd. with the aging of skin cells 
and, in particular, fibroblast cells. The isolated nucleic acids can be 
used to det. the aging status of a cell population. In addnl . , they can 
also be targeted and their level of expression altered by, for example, 
gene therapy methods. Such methods can be used to slow or stop the aging 
process of the cell population, to arrest the growth of a proliferating 
cell population such as a tumor cell population, to promote division in 
cells which are prematurely arrested, to det. that a cell population is 
healthy and rapidly dividing, and to det. that a cell population is not 
dividing and proliferating. Further, the present invention provides 
isolated nucleic acids assocd. with cyclin A. 
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AB A human phosphatidyl inositol -4 -phosphate 

5-kinase and cDNA and sequence homologs thereof are 
disclosed. The mRNA expression profile in various human tissues is 
provided. Methods for expressing and prepg. related products using 
recombinant cells are described. These recombinant cells, the enzyme, or 
nucleic acids encoding the enzyme are useful in screening for modulators 
of the enzymic activity or gene expression. Methods of screening for its 
modulators and using them for the treatment of various disease and their 
effectiveness (in vivo testing of compds . /target validation) are 
described. Reagents that regulate human phosphatidylinositol- 
4-phosphate 5-kinase and reagents 
which bind to human phosphatidylinositol-4- 
phosphate 5-kinase gene products can play a 

role in preventing, ameliorating, or correcting dysfunctions or diseases 
including, but not limited to, cancer, asthma, and COPD. 
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AB This invention relates to the discovery of nucleic acicis assocd. with cell 
proliferation, cell cycle arrest, cell death, and aging-related diseases 
such as progeria and Werner syndrome. Such sequences can be used to det. 
the aging status of a cell population, e.g., whether a cell is aging or is 
undergoing senescence. Moreover, the present invention provides sequences 
indicative of the proliferation state or youth of a cell. In addn. the 
present invention provides sequences assocd. with the aging of skin cells 
and, in particular, fibroblast cells. The isolated nucleic acids can be 
used to det. the aging status of a cell population. In addnl . , they can 
also be targeted and their level of expression altered by, for example, 
gene therapy methods. Such methods can be used to slow or stop the aging 
process of the cell population, to arrest the growth of a proliferating 
cell population such as a tumor cell population, to promote division in 
cells which are prematurely arrested, to det. that a cell population is 
healthy and rapidly dividing, and to det. that a cell population is not 
dividing and proliferating. Further, the present invention provides 
isolated nucleic acids assocd. with cyclin A. 
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Open reading frame expressed sequences tags (ORESTES) differ from 
conventional ESTs by providing sequence data from the central protein 
coding portion of transcripts. A total of 696,745 ORESTES sequences were 
generated from 24 human tissues and a subset of the data that correspond 
to a set of 15,095 full-length mRNAs used as a means of assessing the 
efficiency of the strategy and its potential contribution to the 
definition of the human transcriptome. It was estd. that ORESTES sampled 
over 80% of all highly and moderately expressed, and between 4 0% and 50% 
of rarely expressed, human genes. In the most thoroughly sequenced 
tissue, the breast, the 130,000 ORESTES generated are derived from 
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transcripts from an estd. 70% of all genes expressed in that tissue, with 
an equally efficient representation of both highly and poorly expressed 
genes. In this respect, the capacity of the ORESTES strategy both for 
gene discovery and shotgun transcript sequence generation significantly 
exceeds that of conventional ESTs. The distribution of ORESTES is such 
that many human transcripts are now represented by a scaffold of partial 
sequences distributed along the length of each gene product. The exptl. 
joining of the scaffold components, by reverse transcript ion-PCR, 
represents a direct route to transcript finishing that may represent a 
useful alternative to full-length cDNA cloning. [This abstr. record is 
one of many records for this document necessitated by the large no. of 
index entries required to fully index the document and publication system 
constraints. ] . 



